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I n a previous r e p o r t (ESPE 1977, a b s t . 67) it was shown t h a t i n boys a t p u b e r t a l s t a g e (P) 2, T l e v e l s were s i g n i f i c a n t l y r educed by dexamethasone (DXM). As T production a t P2 may be both from a d r e n a l and gonadal s o u r c e s , t h e s i g n i f i c a n c e o f this i n h ib i t i o n was f u r t h e r i n v e s t i g a t e d i n advanced p u b e r t a l s t a g e s .
20 boys a t P2 and 15 boys a t P3-4 were s t u d i e d a f t e r informed consent o f p a r e n t s . At P2, T morning l e v e l s ( j i f sem) b e f o r e DXM, a f t e r 1 mg D X M given a t 9 p.m. and 60 mn a f t e r Synacthen 250 pg /m2, were r e s p e c t i v e l y i n nmol/l : 2.7 f 0.46, 1.5 ?. 0.27, 1.5 f 0.31 ( p < 0.002). At P3-4 T l e v e l s were reduced by D X M from 9.8 f 1.1 t o 6.6 f 1.0 ( p < 0.01) and f u r t h e r reduced a f t e r Synacthen up t o 4.9 f 0.9 ( p = 0.02). I n n i n e a d u l t male v o l u n t e e r s morning T l e v e l s were reduced from 21 f 1.7 to 18 f 1.7 ( p = 0.05) by D X M ( 3 mg x 3 d a y s ) . 5000 I U hCG given i n t r a m u s c u l a r l y under DXM treatment induced a response n o t d i f f e r i n g from c o n t r o l group (34 f 1.7, 30 f 2.1, p > 0 . 1 0 ) . These f i n d i n g s support t h e conception t h a t ACTH induced i n h i b i t i o n of T production i s mediated by gluc o c o r t i c o i d s . The e f f e c t of D X M seems t o be d o s e -r e l a t e d s i n c e i n boys w i t h l a r g e r body s i z e (P3-4). Synacthen induced a f u r t h e r decrease o f T, b u t n o t i n boys a t P2 where i n h i b i t i o n i s maximal w i t h t h e same DXM dosage. The u n a l t e r e d responsiveness t o hCG i n a d u l t does n o t s u p p o r t an i n h i b i t o r y e f f e c t o f DXM upon LH a c t i o n on Leydig c e l l s . College and Sloan-Kettering I n s t i t u t e , New York, USA. S t u d i e s of t h e 17-desoxy, 17-hydroxy, and CI9 androgens i n conj u n c t i o n with c o n g e n i t a l a d r e n a l h y p e r p l a s i a (21 -OH deficiency).
Hormonal response t o 6 hour ACTH s t i m u l a t i o n was determined i n 24 s i b s p r e d i c t e d t o b e heterozygous c a r r i e r s o f t h e gene f o r 21-OH-def. by HLA genotyping and 14 p a r e n t s , o b l i g a t e heterozygotes. Confirming t h e f i n d i n g s of Grosse-Wilde, e t a 1 (Inmunog e n e t i c s , 8:41, 1979) i n pre-pubertal c h i l d r e n and post-pubert a l males p r e d i c t e d t o b e heterozygous c a r r i e r s of t h e gene based on HLA genotyping, t h e mean 17-OH-P l e v e l s (13, 1 7 ng/ml r e s p e c t i v e l y ) were s i g n i f i c a n t l y h i g h e r (p<.OOl) than i n t h e c o n t r o l c h i l d r e n and a d u l t s (3.9, 5.3 ng/ml r e s p e c t i v e l y ) . I n post-menarchal females t h e mean 17-Cii-P response i n t h e heterozygotes (12.1 ng/ml) was s i g n i f i c a n t l y h i g h e r (p<.005) t h a n i n t h e g e n e r a l p o p u l a t i o n (5.2 ng/ml); however t h e o v e r l a p p i n g v a l u e s d i d n o t p e n n i t a c l e a r d i f f e r e n t i a t i o n of t h e hormonal r e s p o n s e s i n t h e s e two groups. Plasma ACZU l e v e l s and a l l o t h e r ACTH s t i m u l a t e d s t e r o i d s i n c l u d i n g 17-OH pregnenolone, 11-desoxycortisol, c o r t i s o l , progesterone, DOC, B , a l d o s t e r o n e , A-4-androstenedione, dehydroepiandrosterone, and t e s t o s t e r o n e whether analyzed a l o n e o r i n combination d i d n o t d i s c r i m i n a t e between t h e c o n t r o l p o p u l a t i o n and t h e heterozygotes. I n summary, i n s i b s p r e d i c t e d t o b e heterozygous by HLA genotyping and o b l i g a t e h e t e r o z y g o t e p a r e n t s , mild 21 hydroxlase d e f i c i e ncy was expressed i n t h e 1 7 hydroxy pathway b u t was n o t e v i d e n t i n t h e 17-desoxy pathway o r C1g androgens a f t e r ACTH s t i m u l a t i o n .
V . PUCHOLT, J . S . FITZSIMMONS, M.A. REYNOLDS, K . GELSTHORPE ( I n t r . b y W. T e l l e r ) . C i t y
H o s p i t a l , N o t t i n g h a m , C h i l d r e n ' s H o s p i t a l a n d N.B.T.S. S h e f f i e l d , E n g l a n d . L o c a t i o n o f t h e s e n e f o r 2 1 -h y d r o x y l a s e d e f i c i e n c y W e h a v e s t u d i e d 34 f a m i l i e s -i n whom t h e p r o p o s i t u s h a d CAH a n d c o n f i r m t h e o r i g i n a l o b s e r v a t i o n ( 1 ) t h a t
t h e g e n e r e s p o n s i b l e is c l o s e l y r e l a t e d t o t h e HLA l o c i . I n one f a m i l y t h e p a t e r n a l HLA a n t i g e n s w e r e A l B 8 , B 3 7 , DRW5 a n d t h e maternal a n t i g e n s A3, A9,CW3,CW5 
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Linkage between HLA a n t i g e n s and o b e s i t y .
WeperformedHLAtypingin122obese c h i l d r e n , 4 7 w i t h a h i s t o r y o f f a m i l i a l o b e s i t y and 75 with a negative h i s t o r y . The c o n t r o l group c o n s i s t e d o f 905 s u b j e c t s , without family r e l a t i o n with p a t i e n t s , l i v i n g i n t h e same geographical a r e a . O u r r e s u l t s show:
1 ) i n t h e 47 p a t i e n t s with f a m i l i a l o b e s i t y a s i g n i f i c a n t increase i n HLA 813 a n t i g e n a s compared t o c o n t r o l s ( p < . 0 5 ) , with a r e l a t i v e r i s k of 3.45; 2 ) i n t h e 75 p a t i e n t s without a h i s t o r y o f f a m i l i a l o b e s i t y a s i g n i f i c a n t f a l l i n HLA A2 a n t i g e n (p<.OB) a s c o m p a r e d t o c o n t r o l s . 3 ) A l l obese p a t i e n t s evidenced a highly s i g n i f i c a n t i n c r e a s e i n HLA -A and -B blanks a s compared t o c o n t r o l s , t h e i n c r e a s e b e i n g higher f o r l o c u s A ( c h i square=17.83, p e . 0 0 0 1 ) than f o r l o c u s B ( c h i square=9.20, p <.003).This seems t o support t h e hypothesis t h a t a t l e a s t i n a number of p a t i e n t s h e r e d i t a r y p r e d i s p o s i t i o n p l a y s an important r o l e i n t h e a e t i o l o g y o f o b e s i t y and t o i n d i c a t e t h a t such p r e d i s p o s i t i o n involves genes c o n t r o l l e d by t h e HLA chromosomic region. The h i g h e r frequency of blanks i n obese s u b j e c t s might be connected w i t h a diminished phenotypic expression of HLA a n t i g e n s o r w i t h t h e presence i n t h e serum o f obese p a t i e n t s of a HLA a n t i g e n s masking f a c t o r . 
Hypocalcemia (HOC) i s comnon i n infants o f diabetic mothers (IDM), premature newborns (NB), and asphyxiated infants. I n addition, i t i s m r e frequent i n boys than i n g i r l s . To invest i g a t e the cause o f HOC, we have measured serum calcium, RIAparathormone (PTH), and c a l c i t o n i n (CT) i n IDM, premature, and asphyxiated NB during the f i r s t week o f l i f e . These subjects were compared to healthy term infants as well as a group o f neonates with documented HOC (Caq 7.5 mp/dl ). Mean PTH and CT concentrations were s i m i l a r i n both sexes and i n vaginal (n=188) and cesarean section d e l i v e r i e s (124), and there was no d i f f e rence between small (18). appropriate (144)
, and l a r g e ( 4 2 ) f o r date term NB. Serum PTH i n premature NB, however, was s i g n i f icantly lower (p<0.05) and CT concentrations were higher (p<0.01) than i n term NB. IDM had low PTH l e v e l s (p<0.05), but CT concentrations were not d i f f e r e n t from control s. Asphyxiated infants had both, elevated PTH and CT l e v e l s (p<0.01). Mean PTH concentrations i n hypocalcemic NB were not d i f f e r e n t from controls, but CT l e v e l s were higher than i n any other i n f a n t group (p<0.001). These data suggest t h a t hypercalcitoninemia and hypoparathyroidism alone may cause HOC, but t h a t the r i s k o f HOC i s p a r t i c u l a r l y high i n i n f a n t s with combined hypoparathyroidism and hypercalci toninemia. S u l f a t i d e s y n t h e s i s (SFS) i n b r a i n c e l l s i s a . m a r k e r f o r c e l l d i f f e r e n t i a t i o n . SFS was measured by i n c o r p o r a t i o n o f 35504 i n t o s u l f a t i d e i n c u l t u r e d b r a i n c e l l s o f newborn mice a t 1 3 days i n c u l t u r e a f t e r exposure t o v a r i o u s glucose conc e n t r a t i o n s f o r t h e preceding 72hrs. This age range c o r r e sponds t o an i n vivo developmental s t a g e o f r a p i d myelination. Glucose e x t r a c t i o n from t h e medium during t h e f i r s t 24hrs was independent from t h e i n i t i a l glucose l e v e l down t o 1mM. Thus t h e d u r a t i o n o f s e v e r e glucose d e f i c i e n c y (below 1mH) was r e l a t e d t o t h e i n i t i a l g l u c c s e supply. SFS was progressi v e l y reduced with i n c r e a s i n g d u r a t i o n o f s e v e r e glucose d e p r i v a t i o n reaching 3.5% o f c o n t r o l s a f t e r 48hrs o f glucose d e f i c i e n c y . I n t h e c e l l homogenates t h e s u l f a t i d e s y n t h e t i zi n g enzyme c e r e b r o s i d e s u l f o t r a n s f e r a s e was s i m i l a r l y reduced following glucose d e p l e t i o n keeping a r e s i d u a l a c t i v it y o f 10%. This i n d i c a t e s t h a t a lack o f p r e c u r s o r s o r subs t r a t e s was n o t t h e o n l y cause o f SFS reduction. Replenishment o f glucose s t o r e s i n t h e medium a f t e r a s t a r v a t i o n per- &. L a n c e t , 1 9 7 7 , 2, 1 3 0 9 .
c r e a s e o f SFS s u g g e s t i n g a p o s s i b l e t o x i c e f f e c t o f glucose 2. L e v i n e , L.S.
2. New E n g l J Med. 1 9 7 8 , 299, 9 1 1 on b r a i n c e l l s previously damaged by glucose d e p l e t i o n .
